Introduction {#sec1_1}
============

Syringocystadenocarcinoma papilliferum (SCACP) is a very rare cutaneous adnexal neoplasm and presents histologic variability. Only 28 cases have been reported in the medical literature \[[@B1]\]. Most cases of SCACP seem to have arisen from syringocystadenoma papilliferum (SCAP) \[[@B1], [@B2], [@B3]\]. Herein, we report a case of SCACP in the perianal area with histologic and immunohistochemical features which was difficult to diagnose by biopsy only.

Case Report {#sec1_2}
===========

A 76-year-old man with no prior history of malignancy was referred to our department with an ulcerated enlarging mass in the perianal area measuring 16 cm in diameter that had been first noticed half a year earlier. An exophytic and papillary mass was observed within the erythematous-erosive plaque (fig. [1a](#F1){ref-type="fig"}). A punch biopsy from the erythema revealed atypical cells with hyperchromatic nuclei in situ (fig. [1b](#F1){ref-type="fig"}). Immunohistochemical staining revealed that the tumor cells were heterogeneously positive for cytokeratin 5/6 (CK5/6) and strongly positive for CK7, and negative for carcinoembryonic antigen (CEA), CK20 and gross cystic disease fluid protein 15 (GCDFP-15) (table [1](#T1){ref-type="table"}). The differential diagnosis was primary or secondary extramammary Paget\'s disease, squamous cell carcinoma and metastatic adenocarcinoma. The tumor cells were positive for CK5/6 and CK7, so the immunohistochemical features excluded primary extramammary Paget\'s disease \[[@B4]\]. Screening colonoscopy and cystoscopy revealed no malignancy in the lower gastrointestinal and urinary tract, which excluded secondary extramammary Paget\'s disease. No distant metastasis could be identified by FDG-PET. From the punch biopsy, the diagnosis was consistent with pagetoid squamous cell carcinoma in situ, thus our initial diagnosis was squamous cell carcinoma. Sentinel lymph node biopsy was performed and the bilateral inguinal sentinel lymph nodes were positive. Surgical resection and bilateral inguinal lymph node dissection were performed.

The overall histologic findings from the resected specimens revealed a focal connection to the epidermis and papillary projections that protruded into the cystic space and were lined with two-layer epithelium (fig. [1c](#F1){ref-type="fig"}). The luminal layer was composed of columnar cells and the outer layer was composed of small cuboidal cells (fig. [1c](#F1){ref-type="fig"}). Apocrine differentiation was shown by the presence of decapitation secretion (fig. [1c, d](#F1){ref-type="fig"}). A focal connection to the epidermis with papillary projections and apocrine differentiation displayed characteristics of a primary cutaneous adnexal origin and showed a silhouette resembling SCAP. The tumor cells in the papillary projections were positive for CK7 and negative for CK20. CK5/6 expression was positive for the cells of the outer layer in the papillary projections (fig. [2a](#F2){ref-type="fig"}, table [1](#T1){ref-type="table"}). The stroma contained dense infiltration of plasma cells and lymphocytes within the fibrovascular core (fig. [1e](#F1){ref-type="fig"}). There was an area of squamous differentiation in the epidermis (fig. [1f](#F1){ref-type="fig"}) as well as a prominent pagetoid lateral growth at the periphery of the tumor, and pale tumor cells with a pagetoid appearance were observed at all levels of the epidermis (fig. [1g](#F1){ref-type="fig"}). The tumor cells with pagetoid spread were heterogeneously positive for CK5/6 (fig. [2b](#F2){ref-type="fig"}, table [1](#T1){ref-type="table"}) and strongly positive for CK7, whereas they were completely negative for CEA, CK20 and GCDFP-15 (table [1](#T1){ref-type="table"}). The invasive tumor cells were adenocarcinoma (fig. [1h](#F1){ref-type="fig"}); they were strongly positive for CK7 and weakly and heterogeneously positive for CK5/6 (fig. [2c](#F2){ref-type="fig"}), CEA and GCDFP-15, but negative for CK20 (table [1](#T1){ref-type="table"}). The tumor cells had large pleomorphic, hyperchromatic nuclei and atypical mitotic figures. From immunohistochemical and histologic findings, the diagnosis of SCACP was established.

Discussion {#sec1_3}
==========

SCACP presents morphologic diversity as in situ carcinoma, invasive adenocarcinoma, sometimes with squamous differentiation, or pagetoid spread \[[@B1], [@B2], [@B3]\]. Diversity of pathological features was observed in our case. When we diagnose SCACP, it is important to evaluate not only a punch biopsy specimen, but also the overall structure from surgical resection, because different histologic features may be observed in each lesion in the resected specimen \[[@B1], [@B2], [@B3]\]. Thus, exclusive histologic information from the punch biopsy may mislead the diagnosis. Some papers have suggested that SCACP arises from long-standing SCAP. SCACP has an overall configuration similar to that of SCAP, but shows cytologic atypia \[[@B1], [@B2], [@B3]\]. When we diagnose SCACP, the histologic features of SCAP can be contributing and immunohistochemical staining is useful. In particular, CK5/6 positivity supports the primary origin of the cutaneous adnexal tumor and distinguishes it from metastatic adenocarcinoma. In our case, to a varying degree, CK5/6 was positive for the cells of the outer layer in the papillary projections (fig. [2a](#F2){ref-type="fig"}, table [1](#T1){ref-type="table"}), the tumor cells with pagetoid spread (fig. [2b](#F2){ref-type="fig"}, table [1](#T1){ref-type="table"}) and the adenocarcinoma component (fig. [2c](#F2){ref-type="fig"}, table [1](#T1){ref-type="table"}). SCACP has a predilection for the head and neck \[[@B1], [@B3]\] and to the best of our knowledge, this is the third case of SCACP in the perianal area. The two reported cases of SCACP in the perianal area were both in situ carcinoma. Both of those cases and our case were males \[[@B5], [@B6]\]. One of the reported cases had existed for over 10 years \[[@B6]\]. SCACP is reportedly a slow-growing tumor, and regional lymph node metastasis is rare \[[@B1], [@B3]\]. However, our case had bilateral inguinal lymph node metastases. Three cases with lymph node metastases have been previously reported, two of which were located in the scalp (one present since birth \[[@B7]\] and one present for over 20 years \[[@B8]\]), and the third was located in the chest (present for over 20 years \[[@B9]\]). Our case is the first reported case of SCACP with lymph node metastases in the perianal area. It was an invasive carcinoma with regional lymph node metastasis, which suggested that our case had been a long-standing tumor, though the patient noticed it just about half a year prior to his first visit to our department.

This case shows the histologic variability of SCACP and the pitfalls of relying solely on a punch biopsy for the diagnosis of SCACP. When we diagnose SCACP, it is important to evaluate the whole structure from the surgical resection, and the histologic features of SCAP can be contributing to the diagnosis. SCACP should be considered by clinicians and pathologists as one of the differential diagnoses of a tumor in the perianal area.
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![**a** Clinical appearance of the perianal tumor: a mass with a papillary surface within a background of erythematous-erosive plaque. **b** The specimen of the punch biopsy from the erythema: atypical cells with hyperchromatic nuclei were observed in situ. Hematoxylin-eosin staining of the resected tumor specimen showed the following: **c** Focal connection to the epidermis and papillary projections that protruded into the cystic space. **d** Apocrine differentiation with decapitation secretion. **e** The stroma contained infiltrative plasma cells and lymphocytes. **f** Areas of squamous differentiation in the epidermis. **g** Pale tumor cells with a pagetoid appearance were observed at all levels of the epidermis. **h** The invasive adenocarcinoma component.](cde-0007-0084-g01){#F1}

![Immunohistochemical CK5/6 stainings. **a** CK5/6 was positive for the cells of the outer layer in the papillary projections. **b** Tumor cells with pagetoid spread showed heterogeneous staining for CK5/6. **c** The tumor cells were weakly positive for CK5/6 in the adenocarcinoma component.](cde-0007-0084-g02){#F2}

###### 

Immunohistochemical features of our case

  Immunohistochemical staining   Biopsy specimen   Resected specimen                     
  ------------------------------ ----------------- ------------------- ----------------- -----------------------------------------
  CK5/6                          positive          positive            weakly positive   positive (the cells of the outer layer)
  CK7                            positive          positive            positive          positive
  CEA                            negative          negative            weakly positive   negative
  CK20                           negative          negative            negative          negative
  GCDFP-15                       negative          negative            weakly positive   negative
